Author contributions: Zhang XW and Chen YX conceived and designed the study; Li J and Jiang YX designed the data extraction tool and conducted the literature search; Zhang XW and Li J interpreted and extracted the data; Zhang XW, Li J and Jiang YX performed the statistical analysis; Zhang XW and Li J wrote the first draft of the manuscript; Jiang YX and Chen YX contributed to the revision of the manuscript. Abstract AIM To perform a meta-analysis to investigate the association between cyclooxygenase-2 (COX-2) -1195G>A gene polymorphism and gastrointestinal cancers.
INTRODUCTION
Gastrointestinal cancers have high morbidity and mortality worldwide, with most cases being gastric cancer and colorectal cancer [1, 2] . Because currently there is still no effective early diagnosis method, patients are often diagnosed at a middle or late stage; even after treatment, their quality of life and survival time are still significantly affected [3] . Improving the early diagnosis and treatment of gastric cancer and colorectal cancer has important significance in the prognosis of patients [4, 5] . Therefore, studying pathogenic mechanisms of tumours, clarifying the molecular mechanism, discovering "key" molecular markers of tumours, and predicting cancer risk in a timely fashion are key to the prevention, diagnosis, and molecular targeted therapy of gastric cancer and colorectal cancer. Previous studies have shown that cyclooxygenase-2 (COX-2) is a rate-limiting enzyme of prostaglandin synthesis [6] and is closely associated with the development of malignant tumours [7] . COX-2 is localized in the nuclear membrane under physiological conditions and can be expressed in the cytoplasm and nucleus of corresponding tissues after inflammatory stimulation to participate in inflammatory reactions and promote the formation of a tumour inflammatory microenvironment [8] . A larger amount of literature confirmed that a high COX-2 expression level was present in many malignant tumours, including breast cancer, lung cancer, liver cancer, and nasopharyngeal carcinoma. The high COX-2 expression level was not only an early event of the development of malignant tumours but was also directly correlated with the infiltration degree, lymph node metastasis, TNM stage, and patient prognosis [9] [10] [11] . Further studies indicated that the intracellular localizations of COX-2 in tumour cells of different tissues types were different [12] . COX-2 was highly expressed in gastric cancer and colorectal cancer cells; in addition, COX-2 was expressed in macrophages and fibroblasts in tumour tissues [13] . These results indicated that COX-2 expression gradually increases during the process of malignant transformation of precancerous lesions into malignant tumours, suggesting that COX-2 is involved in the developmental process of gastric cancer and colorectal cancer; however, the specific mechanism is still not clear.
The COX-2 gene is localized at q25.2-25.3 of chromosome 1 and contains 10 exons and 9 introns with a total length of approximately 8.3 kb. COX-2 is a rapid-response gene to various factors, such as inflammatory factors, tumourigenic factors, injury, and growth factors, all of which can induce its rapid expression [14, 15] . There have been already many published studies on the association between COX-2 gene polymorphisms and susceptibility to gastrointestinal cancers. It is generally considered that COX-2 -765G>C and COX-2 -8473T>C gene mutations are closely associated with the development of gastrointestinal cancers [16, 17] . However, the association between COX-2 -1195G>A and gastric and colorectal cancers is still unclear. Because the COX-2 gene has larger distribution differences in populations of different ethnicities and different regions and the sample size in a single study is limited, this association cannot be entirely explained. Given the current controversial study results, we aimed to perform a meta-analysis to confirm the association between the COX-2 -1195G>A polymorphism and susceptibility to gastric and colorectal cancers.
MATERIALS AND METHODS

Retrieval strategy
We performed retrieval using the MeSH terms of (COX-2 -1195G>A or COX-2 -1195G>A) and (gastrointestinal or colorectal or colon or rectal or stomach or gastric) and (cancer or tumour or carcinoma) and (polymorphism or SNP or variant or mutation) in the following databases: PubMed, EMBASE, Web of Science, China Biological Medicine Database, China National Knowledge Infrastructure, and CQVIP Database. The relevant studies in China and other countries were retrieved. The retrieval period was between the establishment of the databases and July 2016. Relevant conference papers were manually retrieved from the journal database of the Third Military Medical University library.
Inclusion criteria
The included literature in this study met the following criteria: (1) studies about the COX-2 -1195G>A gene polymorphism and susceptibility to gastrointestinal cancers; (2) case-controlled or cohort studies; (3) gastrointestinal cancer patients as the case group; and (4) enough genotype data to calculate odds ratios (ORs) and corresponding 95% confidence internals (CIs).
Exclusion criteria
The exclusion criteria were as follows: (1) the study topic of the article was not about the COX-2 -1195G>A gene polymorphism and susceptibility to gastrointestinal cancers; (2) the studies were not casecontrolled or cohort studies; (3) abstracts, reviews, case reports, or repetitively published articles; and (4) the study data were not complete or the raw data could not be obtained.
Data extraction and quality evaluation
The data were independently extracted by two researchers (Xiao-Wei Zhang, Jun Li) using the unified data table. The major extracted data included the following information: first author, publication year, country, tumour type, sources of the control group, matching criteria, genotyping method, genotype distribution in the case group and the control group, and the Hardy-Weinberg equilibrium (HWE) examination result of the control group. If the data extraction results were inconsistent, a third party was consulted to reach a consensus.
The included publications were scored using the predetermined criteria [18, 19] . These criteria were extracted and modified from previous studies ( Table 1 ). The quality evaluation scale was used to evaluate the included studies from six aspects: representativeness of cases, source of controls, case-control match, specimens used for determining genotypes, HWE, and total sample size. The scores ranged from the lowest, 0 points, to the highest, 18 points. Publications with a score < 12 were classified as "low quality" and publications with a score ≥ 12 were classified as "high quality."
Statistical analysis
The OR and 95%CI were used as the effective index of the study. P < 0.05 indicated that the difference was statistically significant. Five genetic models, including allele model (A vs G), dominant model (AA/AG vs GG), recessive model (AA vs GG/AG), homozygous model (AA vs GG), and heterozygous model (AG vs GG), were compared. The statistical significance of combined OR values were examined using the Z test, and the significance level was set at 0.05 (bilateral). The χ 2 test was used to evaluate whether the genotypes in the control group conformed to HWE. The Cochrane Q test was performed to analyse the heterogeneity among studies [20] . P < 0.10 was considered significantly different. In addition, the I 2 value was combined to quantitatively evaluate the level of heterogeneity. The I 2 values were between 0% and 100%; when the value was larger, the heterogeneity was higher. When the heterogeneity examination result showed P < 0.10 or I 2 > 50%, the random effects model (DerSimonian-Laird method) [21] was used to perform the analysis; otherwise, the fixed effects model (Mantel-Haenszel method) [22] was used. The included studies were deleted one by one to perform sensitivity analysis to examine the effect of a single study on the total combined effect size. Whether the included literature had publication bias was analysed through the funnel plot [23] , Egger's linear regression method [24] , and Begg's rank correlation test [25] . The meta-analysis was performed using
Stata11.0 software. The method reported by Wacholder et al [26] was used to analyse the false positive report probability (FPRP) of each significant correlation. A prior probability of 0.001 was set to detect an OR of 1.5. When the FPRP value was lower than 0.2, the correlation was noteworthy. The statistical power and FPRP value were calculated using 
Meta-analysis results
The ORs of different comparisons and the heterogeneity examination results are shown in Table 3 .
The results showed that COX-2 -1195G>A gene polymorphism in all of the genetic models (A vs G: OR = 1.54; AA/AG vs GG: OR = 1.24; AA vs GG/AG: OR = 1.16; AA vs GG: OR = 1.31; AG vs GG: OR = 1.18) had a significant correlation with susceptibility to gastrointestinal cancers. However, when the predetermined prior probability was below 0.001, all of the FPRP values were higher than 0.2. This result indicated that the association was not noteworthy. The subgroup analysis was performed based on tumour types (Figure 2 ). In the gastric cancer group (A vs G: OR = 1.35; AA/AG vs GG: OR = 1.54; AA vs GG/AG: OR = 1.43; AA vs GG: OR = 1.80; AG vs GG: OR = 1.35), the results showed that the COX-2 -1195G>A gene polymorphism was significantly correlated with cancer susceptibility. Analysis of FPRP in the gastric group showed that the value in the AA vs GG/AG model (FPRP = 0.174) was lower than 0.2, indicating that the result was noteworthy. However, the COX-2 -1195G>A gene polymorphism was not significantly correlated with susceptibility to colorectal cancer.
When subgrouping based on ethnicity ( The subgroup analysis based on the sources of the control group showed that, in the studies based on populations from communities (A vs G: OR = 1.16; AA/AG vs GG: OR = 1.26; AA vs GG/AG: OR = 1.19; AA vs GG: OR = 1.35; AG vs GG: OR = 1.19), the COX-2 -1195G>A gene polymorphism significantly correlated with gastrointestinal susceptibility. The FPRP value in the A vs G model was lower than 0.2, indicating that the correlation was noteworthy. For studies based on populations from hospitals, none of the genetic models showed a correlation with intestinal cancers.
The subgroup analysis using the quality evaluation scores showed that, in the high quality studies (A vs G: OR = 1.15; AA/AG vs GG: OR = 1.25; AA vs GG/ AG: OR = 1.19; AA vs GG: OR = 1.34; AG vs GG: OR = 1.19), the COX-2 -1195G>A gene polymorphism correlated with susceptibility to the development of the Excel spreadsheet provided by Wacholder et al [26] .
RESULTS
Literature retrieval results
A total of 378 relevant publications were retrieved. After repetitive publications were excluded, there were 302 publications. Literature screening was performed according to the inclusion and exclusion criteria. Based on titles and abstracts, 216 publications that were irrelevant to the study topic were excluded. After abstracts and the full texts were further carefully read, 64 publications were excluded (27 publications of noncase-controlled and cohort studies, 22 publications irrelevant to gastrointestinal cancers, 14 publications of abstracts and reviews, and 1 repeatedly published article). Based on the references of the included literature, 2 more publications were obtained. A total of 24 publications were finally included, involving 11,043 cases and 18,008 controls ( Figure 1 ).
Characteristics of the included studies
Among the 24 included publications (Table 2 ), 11 were reports on gastric cancer and 13 on colorectal cancer; 14 were studies in Asian populations, 8 in Caucasian populations, and 2 in mixed populations. The HWE examination results of the distribution of genotypes in the control group are shown in Table  2 . Among the 24 publications, the distribution of genotypes in the control groups of 19 publications conformed to HWE. The quality score of a single study ranged from 7 to 18. There were 19 publications of high quality studies (≥ 12). gastrointestinal cancers. However, the FPRP analytic values were all higher than 0.2, indicating that the analytic results were not stable. In low quality studies, the COX-2 -1195G>A gene polymorphism did not have a significant correlation with gastrointestinal cancers. Furthermore, the subgroup analysis based on different genotyping methods showed that, in the studies using the Restriction Fragment Length Polymorphism Analysis of PCR-Amplified Fragments (PCR-RFLP) genotyping method (A vs G: OR = 1.23; AA/AG vs GG: OR = 1.46; AA vs GG/AG: OR = 1.24; AA vs GG: OR = 1.58; AG vs GG: OR = 1.35), the COX-2 -1195G>A gene polymorphism significantly correlated with gastrointestinal cancer susceptibility. However, the FPRP analysis showed that the evidence of the real correlation of positive results was not sufficient. For genotyping using Taqman and other technologies, the COX-2 -1195G>A gene polymorphism in none of the genetic models was significantly correlated with intestinal cancers. Siezen et al [28] 2006 Hoff et al [32] 2009 
Sensitivity analysis and cumulative analysis
The present study performed sensitivity analysis through gradual deletion of the included studies one by one. The OR value of the combined effect did not have a significant change, indicating that the analytic results were stable and reliable ( Figure 4) . A cumulative analysis based on the chronological order showed that the OR point estimate value and the corresponding CI trended to become stable and showed a good changing trend ( Figure 5 ).
Publication bias
The funnel plot, Begg's rank correlation test, and Egger's linear correlation were used to evaluate publication bias. The funnel plots of all of the models with a correlation between the COX-2 -1195G>A gene polymorphism and gastrointestinal cancers did not have significant asymmetry. In the AA/AG vs GG model, the Begg's rank correlation test showed P = 0.489 and the Egger's linear correlation methods showed P = 0.690; they both suggested that there was no significant publication bias ( Figure 6 ).
DISCUSSION
In addition to environmental factors, the risk of cancer is also closely associated with the genetic susceptibility of an individual. Previous genetic studies indicated that gene mutations of some inducible enzymes were closely associated with various diseases, including malignant tumours and congenital malformations. These inducible enzymes change the gene expression levels and interfere with signal transduction pathways to inhibit protein synthesis and cause mRNA instability, thus achieving the purpose of changing the encoded proteins and inducing the presence of disease events. Currently, the influences of genes and genetics on the occurrence and development of gastrointestinal cancers are similar to other important factors, such as smoking, drinking, eating habits and geographical environment. Genes and Number of studies included; Ph: P value for heterogeneity; FPRP: False positive report probability.
genetics have gradually become the hotspots of studies on the pathogenic mechanism of gastrointestinal cancers [50, 51] . COX-2 overexpression can influence the tumourigenic gene features of tumour cells, including induction of anti-apoptosis, regulation of extracellular matrix adhesion, promotion of angiogenesis, increase of metastatic potential, and influence of anti-tumour effects [52] [53] [54] . Recent studies showed that the COX-2 -1195G>A gene polymorphism generated a c-MYB binding site, thus increasing the transcription activity of the COX-2 gene. c-MYB is an active transcription factor in the haematopoietic system and gastrointestinal tract. c-MYB functions on many genes to regulate the exquisite balance between cell division, differentiation and survival [55] , which further confirms that the COX-2 -1195G>A polymorphism might increase susceptibility of individuals to gastrointestinal cancers. However, there were also reports showing that this polymorphism could reduce the risk of developing gastric cancer and colorectal cancer [32] . To clarify this association, we included all case-controlled or cohort studies that met the inclusion criteria to evaluate the correlation using a meta-analysis. Our study included 24 publications, including 11 gastric cancer publications and 13 colorectal cancer publications. A total of 11,043 cases in the case group and 18,008 cases in the control group were included. The overall meta-analysis results showed that the COX-2 -1195G>A gene in all of the genetic models (A vs G: OR = 1.54, 95%CI: 1.04-1.26, P < 0.001; AA/ AG vs GG: OR = 1.24, 95%CI: 1.06-1.45, P < 0.001; AA vs GG/AG: OR = 1.16, 95%CI: 1.04-1.30, P < 0.001; AA vs GG: OR = 1.31, 95%CI: 1.08-1.59, P < 0.001; AG vs GG: OR = 1.18, 95%CI: 1.04-1.34, P = 0.007) was associated with a high risk of developing gastrointestinal cancers. The results of the publication bias and sensitivity analysis also increased the reliability of the association.
The differences in ethnicity, sources of the control population, environmental factors, and the tumour types can all change the risk of developing gastrointestinal diseases through the geneenvironment interaction. Therefore, the present study performed subgroup analysis based on the different specific conditions of all of the studies. In the classification of tumour types, the results showed that the COX-2 -1195G>A gene in the AA/AG vs GG model had a clear correlation with the gastric cancer susceptibility but did not have a significant correlation with colorectal cancer, suggesting that this genotype might be a very important predisposing factor for gastric cancer. This result was also similar to the reported results in some literature. In addition, the subgroup analysis based on the ethnicity of the study population showed that the mutation frequency of this polymorphism in the Asian gastrointestinal cancer population was higher than that in the Caucasian population in America and Europe, suggesting that the presence of the COX-2 -1195G>A gene polymorphism might greatly increase susceptibility of the Asian population, as represented by Chinese and Korean populations, to gastrointestinal cancers. For the mixed population from America, there were only two reports on its association with gastrointestinal cancers. This result was not sufficient to explain the issue, and studies with a larger sample size are needed to confirm its reliability. The subgroup analysis based on the sources of the control population showed that an increase in the risk of developing gastrointestinal cancers in the population from communities had a statistical correlation with the COX-2 -1195G>A polymorphism; however, this correlation in the population from hospitals was not statistically significant. These results suggested that, in the selection of the sources of controls, the hospital population was restricted by their diseases and medications; therefore, the genotyping results might be affected. Thus, samples from the community population were more representative than those from hospitals and relevant studies should try to select those from the community population as a control group. Furthermore, we also performed subgroup analysis based on genotyping methods and found that the statistical results among subgroups had clear differences. The differences might be because the different detection methods had different theoretical bases. To make the positive rate of our analytic results more real and reliable, we performed FPRP and found that the correlation of the COX-2 -1195G>A polymorphism in the gastric cancer recessive model (FPRP = 0.174), the allele model of the Asian population (FPRP = 0.069) and the linear model (FPRP) all passed the FPRP test. These results suggested that the correlation of these two aspects had very strong reliability and the authenticity was further confirmed. The present study had some limitations. First, during overall and subgroup analyses, we found that there was moderate heterogeneity among samples. Although we tried to resolve this issue and used FPRP to increase the reliability of the study results, the exact source of the heterogeneity still could not be completely explained. The present study also revealed that the heterogeneity was not from a single study. The differences in the distribution of the gene polymorphism frequency among ethnic groups and other unknown factors might be the real sources of the heterogeneity. Because gastrointestinal cancers are influenced by many factors, comprehensive study and analysis should be performed in the future by combining these factors, such as diet, living habits, and environmental exposure. Next, due to the restriction of the sample size and disease types in the included literature, we did not retrieve similar literature reports on other gastrointestinal cancers other than gastric cancer and colorectal cancer, and their association with the COX-2 -1195G>A gene polymorphism could not be clarified. Third, the present study is a metaanalysis based on the reported data of the included literature. The unreasonable data in the original studies could not be corrected and possible potential confounding factors, such as age, gender, ethnicity, specific living habits, and smoking and drinking habits, might be present. Fourth, all of the included literature was published in Chinese or English; relevant studies written in other languages may have been missed. Only including Chinese and English literature was also a reason that the sample size was not large enough, which might result in the presence of false-negative results. In addition, this meta-analysis only included published literature, and there are some relevant, important unpublished studies, which might cause a potential publication bias.
In summary, we demonstrate that the AA genotype in the COX-2 -1195G>A gene polymorphism might be an important predisposing factor for gastrointestinal cancers compared to the AG or GG phenotypes, especially for gastric cancer. In addition, compared to the included studies on American and European Caucasian populations, COX-2 -1195G>A increased susceptibility of the Asian population to gastrointestinal cancer. In the future, studies with larger sample sizes, more rational design, and more disease types should be performed to validate our conclusion, which can more clearly clarify the association between the COX-2 -1195G>A gene polymorphism and gastrointestinal cancers.
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